QialogWeb Command Mode 

> 



1/1 ^-v 



% For more records, click the Records link at page end. 

^ To change the format of selected records, select format and click Display Selected. 

# To print/save clean copies of selected records from browser click Print/Save Selected. 

# To have records sent as hardcopy or via email, click Send Results. 



WMWMm ^^^^ 



J8»y Seized 



Format 

Free I 



1. gl 6/5/1 DIALOG(R)File 352:Derwent WPI (c) 2004 Thomson Derwent. All rts. reserv. 

013677704 **lmage available** 
WPI Acc No: 2001-161917/200117 
XRAM Acc No: C01-048621 
New diazepane derivative or their salts, having 

ant i -coagulation activity, useful against diseases caused by thrombus or 
embolus 

Patent Assignee: YAMANOUCHI PHARM CO LTD (YAMA ) 
Number of Countries: 001 Number of Patents: 001 
Patent Fami ly: 

Patent No Kind Date ApplicatNo Kind Date Week 

^JP 2000302765 A 20001031 JP 99117025 A 19990423 200117 B 

Priority Applications (No Type Date): JP 99117025 A 19990423 
Patent Detai Is: 

Patent No Kind Lan Pg Main IPC Filing Notes 
JP 2000302765 A 22 C07D-243/08 
Abstract (Basic): JP 2000302765 A 

NOVELTY - Diazepane derivative or their salts are new. 

DETAILED DESCRIPTION - Diazepane derivative of formula (I) or their 
salts are new. 

A=aryl or heteroaryl which may have 1-3 substituent(s) ; 
B1=-C(=0)-NR3- or -NR3-C(=0)-; 
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(^^Bg 5 6- 4 9 3 1 4^ FR2460667 

#) o 

[0 0 3 4] 

[0 0 3 5] 1 

4-(4-> ^/u-i,4-^r<^v-i— < /^^o-y— h y /H 

8.86 g^:12N^^185 mltC^^U 80^ -C12B#Pp1«# L 

fern. *ffi«»ufc Q tK^^jd^. M-em*bfc«. 4 

j^L4-(4-^ ^/W-l, 4-i/Tif /O-l— f /U)^^^^ y ^ 

T >y K Jfi»*S:18.25 g#fc 0 

#%^2 

4-(4-^fvU-l,4-^rH?'*^-W/U);/>f y^T^yy K 
&K£l080rag£rN,N-v^ f/^/UAT ^ K50rall-^» 
L. 1 , 2 -7xxuy^7 ^ V1650rag. 1-b K 

n=^^y/ h y T )/-"/i-680mg, l-ai^/U-3-v? > ^yU 

y t'/Uoi^/ur ^ ^870mlSr*D^.^«aT i 13B*Pa« 
fco dp^/^ : t<*/-/K8 : 2) 

xf%M 2'-r?y-4- (4 - y ^-/i — i , 4- 

v?Tif^>- 1 ->f /l^) -OXTxy K750mg#fc o 
#%«R|3 

4-^/t-^-n-<w r ^ h y /^3. SQg^rN.N-v^^^/U^/UA 
T ^ K30mHcS»U, C tl\Zl, 4- S^T "^^^9. 7g. ^ 

^/EMiiL4- (1,4-^r-tf^v-i — r/u) — 

xhy /l-^r7. 63g#fc 0 
[0 0 3 6] ###!4 

4- (1,4- ^r*/<y-i—f/i') v n h y /i^s.i 

3g^^^^l5ml JCSW iD»iS«T4^M«» Ufc. 
RJSifc ^S^^^/-^30ml(w^L. 
5ral>lr*D^18Bf RgjDiRiSSe Lfc. ft ft 

^ft^TlCT-ft^U, SEK^ h y *^T-S£^U 

h y ^^/UT ^ >-4.47mK 5^- 1- -f^^^ — ^< 
h8.75gSrJ0^Sia-C12«FlB»#Ufc. ^JC«^» 
^ftfiWTK. ^pp^/uA^^WSI^L 

fc 0 ^ae^TK. ^ftA^7KT*^#L, ^ethy 
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OmlKiS/WU l^^TK^b^" h y £A7k*ga£25ml£#|];t 

^iar-5 0paa«iLfco EJS«*wffi«. iox^vk* 

-t-y h 1,4- v ? Tif/>°>-l--f 

/u) '^✓-f y*T->y K«r7.24g»fc. 

4- (4-t~y — 1,4-i/Tif^^V-l 

-^;u)^y/^7^7->^ K2gSrN, N— f/u^/UA 

^2.03g, 1-fc KP=¥v^<y/hyr/-/H.06g^O J l 
-xf ;l,-3 - f;l^7 ; y / u t'/^/^f v^^f * K 

wis-*- h y $j*7k&m. io%?^>m*mm. 

-T ^ y - 4 - (4 - t -7 h*r~>Jj/U#-/U- 1 ■ 4 
- isT1?s<>- 1 ^yXT^y K740mg»fc. 

[0 0 3 7 ] ###16 
N — (2-7;y7x^) -4- (4-t-7 r h^r'> 
— ;V- 1 , 4 — S*r — 1 ->f /U) -<yX7 

^ K2. 35g£rfc°y ^20ml {C^^f 4-y h *v"<> 
/^/^p!) Kl. 17gftl;U ^ifiT-15«FWa#U^: 0 BL 

: > ^ : D^^M^t^vy^^ 

^J^^^h^^H'-CTfliU N-[4- (4-t 

>y^/U]-N > - (4-> h^r^y^/P) - 1 , 2 

-7x^l/y^7 ^ >3. 07g*#fc o 

#%#|7 

4- (4-y 4-c/Tif^^>-i->r /u) y >- 

lg£ h /u^ >10ral U C if h -f y # T >^ 

n n^/U^ : y * / : T>^r~T7k(10 : 1 : 

^f-l:tML, 2-r^y-4'- (4-^^/U-l,4- 
^T-fef^V-1-^ /i-) -<vXT-y KSr816mg»fc. 

4- (4->^/U-l. 4 - isTTf'O- 1 — T A-0 

y*T*sy K i£&:£5 0 0 m g £r^*--/i^ y 
K5mll:S»U N, K-S 
£*DpU 6 0t-e2«BHI*Lfe o fitf?«*»ET«tt 

It^rN, N-v J >f;^A7;K5mll:gSU 2 
-7 6 - ~ h p7^D > 6 4 8 m g ^iD^. 5 0^ 

ofcgu iS^P^KTK^^- H y * ATkigfgl 00mlX'7 
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«IEffc»«U 2'-y*vI*-4- (4->*vU-l f 

K5 0 7m g*»fc. 
[0 0 3 8] 1 
4- (4-7 5Vu-l,4-^Ti2 r ^>'-l--f'/U) ^sVj 
y?T>y K Ml.lgS:ft-;^py KSmlCijgflS 
U 60 , CT-90^«« 2 Ufco EJ£ti££28fcim, 1.2- 5** 
nojn^^iOrall^^U 2 ' — T ^ >> — 3 - >T / -< 
>XT^y K900mgSrfcry ^10mll£*#LfcRJC*l£ 
70 *D;ifc 0 EJft«&Si&T-2R$Pfl«#Lfc!IL METilt 

~T*(15 : 1 : 0. 1) £ "T-5 > V * 9 

^PTh^77^-lCtfifi!t % N- (3 - >r y-o 
i/'f/U) -N' - [4- (4-^^/U-l, 4-^T-fef 
s<ls- 1 --f/P) -1, 2, -^^^ U> 

v^T ^ >822rag£#fc 0 

N — (3-'>7/^y/-f^) -N' - [4~ (4-y 

^ 1. 2-7xxi/yv?7;y3 5 0mg$:x^/-/i/3 
5 0mll:S»U «»T- 2 0 < C«TT-Jfc-fk**Sr» 
ALft»S*fc«, 3 < C^#jSUl 7^^m^Ufc 0 S 
!S^^®/£T@5feU, #e>ttfc«aESrJi^y-/H 5 m 

i mmr^^-vj* 1 i 9 om g &j)uz-6 0 

•C-C5*BHH»Lfc. ttK«:tta«. Kf5^^®iET@ 
^L/c 0 #6tLfcai3e«:* : *9J—As (9 6 : 4-6 
0 : 4 0) . SrSfflSJStt^i-^OD S (YMC-GE1 
ODS-A 120-S150, J^Tf^^) ^7^^p 
^77^-CTMl/c 0 lfi)lHCl*Sai'> 

^rfTW N — ( 3 —$/Us< * x K-Y /i^O-y-f/i') - 
N' - [4- (4 -y ^/l"- 1 x 4 -v^T^^'V- 1 - 

[0039] mmm 2 4 (^^{c ut^jsw 3 

N- (3-'>77^y^^) — N' - [4- (4 -7 
4 - ^T^^<>-- 1 --f/P) -O^^/U] - 
40 1, 2 -^^^ UV^r ^ >448mg£^* J — /H5ml(^ 
h y xf;P7 ^ >1.43mK tKn^^7;y 
i£gM£l04mg£*P;i, *DJR3tj«T2ftBB«#U^:o R*S« 

^S^ttK : >^y-/u (9 0 : 10) SrSffiSgK 4 -T -5 
0DS^9 n-^ h^9^><-l-TfS«Ufc 0 

MgSS^ff^N- [3- (N-t Kp^t^/W<; 

^ K-f/u) -o-y^/u) — n' - [4- (4 -y ^/u- 

5^ -7x^1/^7^ ^^^456mg^Ac 0 
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[0040] nmm* tmmzi,xmMM5<Dit'£%>$: 
mmme 

-<yXT^y K810mg£ fc° y i^^20ml^S 
£?U 4 -7* h ^ri/^O^y-f/U^ p v^C K470mg^DX.. 

aSi^pp*;^ : * /K10 : DSrSaiSttCi: 

t5v/y^^7A^P-7 h^7 7>f-l:tft8fc„ 

l:*i:8#tfc«*8l!;lllN- (4-y b*iy<>y 

-f/U) -N' - [4- (4-y^/U-l. 

[0 0 4 1 ] l^1SI(C LTJiiife^l 7-10 Oft 

1 1 

N- [4- (4 t h^v^/M^/U- 1 . 4-v* 
Tiif/N 0 ^- 1 --f/U) *<^:/^] — N' - (4-y h 
^■^^^✓-f /U) - 1 N 2— :7ac — U^i^TS V£:465ro 
gSrft»^^/HOml^»«f 4«SJfi»/ft&:*^vi48 
*££5ml*P;i. affl-C15»M8l#Ufc. SJ^^^^Ei 

u h y mje^hs 

B*U N- [4- (1. 4 - ^Tif^V- 1 AO 
sOyj/U] — N' - (4-y h*i>"<Zs*S<{»>) - 
1, 2-7x-Uy^7;y i£^i&£280rag#fc o 
[0 0 4 2] HJ6#| lit l^lc LT^iSW 1 2 <Dft^ 

l£Ml 3 

N- [4- (4 - t -Zf h=¥'>^/U/f^/U- 1 x 4 - is 
T^sO- 1 --f/U) -O-^^/U] — N' - (5-^P 
pt^^) -1. 2-7x^L/^7;yi.lg|:l,4 
^lOmlfclMIU 4«S*M/»it3:^^»* 

^n^AtsniLfc, . &&±m. 

fc Q ^f>n/c^3t$rl,2-v^^ p p^i^ >-10mliC^^ 
U d*Ll;:35%*A^y >-7KS«0.5mK BKO. 5ml«:*D 

Tir h^r^ot Ky K590mg&*D;t£ifiTMB#ra«#L 
pp*/UA : y * /-/M15 : D^^lirt^ 
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y-f/U) -N 7 - [4- (4-^/U-l, 4-^Ti? 

'<v-l->fA0 *f/u] -i, 2-^zc^u>^ 

T S ^&&ig264iiig#fCo 
[0 0 4 3] HS«6 tra«tdUTliJ£«l 4. 15© 

Hft« 1 6 

70 4- (4-y^/I — 1,4- v^Ti^^-l-^ AO -<W-Y 
yfTisy K ttttttl. lg^^^-^/u^ p y KlOmllcjg 
»U 60t-C2B*m«#Lfc o ^C^^^^m. 1,2-v? 
^ o a XL? >-10rall-^^U. 2-T^y-4'-y h^i/ 
^7=!) K930rag&fc°y ^^lOnlfcWWUfcRlt* 
KiPx.*:. fi[JC«S:S«a-e4WFP B 1«#U^:«. 
JSEEStSf U #<bitfc2£&£^ pp*/^ : y * y -/u 

(8 : D&mmmsth-tzi'!) xy^x^j*? 

7>f-l:tflSU 4*3ettK/Btt3i^/u»»S:**JBi 
itf £^4' -y h^ri/-2- { [4- (4-y^/U-l, 

4 — i^T^y<>— 1 ->f/io ^v-y'^r/u] 7;V } 

XT^y K*:620mg»rt: o 
[0 0 4 4] HffiM 1 6 £ fl^C L-CHt£« 17.18 

^^^y 1 9 

2' -y ^/U- 4 - (4-y ^-fr-\ t 4-i/T1i'<Z/ — \- 
J/U) - 6' h n^yX7-y K5 0 Omg^TH 
F10mll:g«U 10%/<7^^A-^-,fy^ 

5 0mg$:M7ki#i^T, liaf3^S»Lfc 0 

i^^nn^ : y <?y — /U (30:1-6:1)*- 

mm&mt-rzi'y xt?^*? j*? p-^ h^^^^—r- 

**SgU N- (2-7;y-6-^f/P7x^) -4 
- (4-y^/W-l, 4. -isT-V'*^- 1 ->f/U) -< 
yX7U*Ofltt»«3 0 0mgt»fc, #^iXfcffifil 
§^^2 9 5mg£r^r h^t Kn77y4ml ^^fi?L. 
4— y hJci/^lsy-l ay K2 2 3 m g (Of t 
KP77V3ml h yxf/ur^yi 83^ 1 * 

40 Y y ^^tK^^8 0 m 1 £rflD;t. ifi^f /K'ttWL^ 

®jETS^lufc 0 mhtiti&m&* p p*/i-^ : y^y 
-/w (20:1) zmmmmt-rzisv *7si>* ? 
p-^ byy^^-x'ttm^tco miz&m/m&t^/u& 

N 1 — (4-y h^'>^y^/l') - 3 — n 2 — 
[4- (4-y^/P-l x 4, -v?T*¥^V- 1 ->f 

/u) -<>>/-r/u] -i r 2 -^^nu>v?r ^ ^KJg 

1 3 2m g &'&tz 0 

so [0045] mmm 1 9 tmmc lxmi&w 2 0 
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nmw 21-78 

N- (2-7;/7x^) -4- (4 - /^/l>- l , 
4-^X^/0-1-^^) ^VX7; KlOmg£rN,N-v? 
>f/^/^r; K500mlfc»*?U C*U::#«#/U7K 
>K5-10mg«§40mMK 1% 1-fc Kn^rv"<yf y h y 7 
/-;H,N-^^f/^/^7; K*£*&500mk N,N~i/-f 
y^n tVu^/UT ^ Wral&t/^/l^v^ ^ K&ffi3$ 
Lfc. l" i/ls (novabiochera1±8^N-Cyclohexylcarbodi imid 
e, N' -methyl polystyrene HL (200-400mesh) , 2%DVB) 40-7 

[0 0 4 6] ffttZ&^Mik&toRXfnifoM1k&y9<Dffim: 
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JO 



R f : 

Ex : ftttffl** 
structure : ^ie^ 
salt : J® 
free : jgflU* 
DATA : $)t£^~ $ 

NMR igB***^^^ h/W (TMSftaiffltlp) 
FAB-MS : BS^tffffi 
M e : ^ 

Boc : t h ^r'>^7/UzK — /VS 

R. T. :HPLC»«fl:*3lt6«»l«H, 

(Wakosil-II 5C18 AR 4. 6X30rara£:JB \^ 254nm, 35^, 
4. Oml/min, 5mM TFA-MeOH/5raM TFA-H20=l/9 (0min)-9/l 

im i ] 



Rf 


structure (salt) 


DATA 


1 


(HCl) 


NMR (DMSO-de) : 

6 :2.06 - 2.24(1H, m), 2.30 - 2.45<2H, 
2.77C3H, s) f 3.00 - 3.24C2H, ra), 3.24- 
3.55(4H, m), 3. 70 - 4. 00 (2H, m). 6.8K2H, d, 
J = 9. 1 Hz), 7. 78(2H, d, J = 9. 1 Hz), 
11.06(lH, s), 12.20(1H, s). 


2 


(free) 


NMR (DMSO-de) : 

6 : 1.85-1. 93 (2H, n),2.26(3H, a), 2. 42-2. 46 (2H, 
n) ,2.60-2. 63 (2H, ■) . 3. 49-3. 53 (2H, n),3.56- 
3. 59 (2H, m) , 4. 82 (2H, br) , 6. 56-6. 62 (1H, o) , 6. 73- 

6. 79 <3H, m) . 6. 91-6. 97 (IH. ■) , 7. 13^ 

7. 16 (IH, m) , 7. 83 (2H, d, J=9. 0Hz) , 9. 32 (IH, s) 


3 


(free) 


NKR(CDC13) : 

6 :1.84 - 1.93 (2H , m) , 2.83 ( 2H , t. 
J=5.6Hz), 3.33 ( 2H , t, J=5. 6Hz) , 3.57 
( 2H , t , J=5. 6Hz) , 3. 62 ( 2H , t , 
J=5. 6Hz) , 6. 66 < 2H , d , J=7. 5Hz) , 7. 44 
< 2H ,d , J=7.5Hz) 


4 


I NBoc 

(Free) 


NMR (DtfSO-de) : 

8 :1. 18 { 5H . s) , 1.30 ( 4H , s) , 1. 70 - 
1. 87 ( 2H , n) . 3. 14 - 3. 21 ( lfl , m) , 3. 22 
- 3.29 ( IH ,m) , 3.44 - 3.70 ( 6H ,m) , 6.76 
( 2H , d , J=8. 8Hz) , 7. 72 < 2B , d , J=8. 8Hz) 


5 


L/ NBoc 

(Free) 


6 :1.34 ( 9H . s) , 1.70 - 1.90 ( 2H , m) . 
3. 17 - 3. 35 ( 4H , m) , 3. 40 - 3. 73 1 
( 4H , n) , 4. 73 - 4. 80 ( 2H , br) , 6. 59 
( IH , t , J=7.0Hz) , 6.76 - 6.80 ( 2H ,d ) , 
6. 94 < lfl , t , J=7. 0Hz) . 7. 13 < 2H , d , 
J=9.0Hz) , 7.70 ( IH , d , J=7. 0Hz) , 7.83 
( IH , d , J=7.0Hz) , 9.34 ( IH , s) 



[S2] 



(13) 



Ut 1 3 ] 
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Rf 


structure (salt) 


DATA 


6 


OMe 

^JlBoe 

(free) 


NMR(CDC13): 

5 :1.35 ( 4H , s) . 1.36 ( 5H . s) , 1.92 - 
2.05 ( 2H , m) , 3.18 - 3.26 ( IH , m) . 3.29 

- ^fi ( 111 ^ - 1 fifi f fill nA 
0. JO k in , a/ B J. 00 0. OO \ Oil t ID/ f 

3. 88 (3H , s) » 6. 66 ( IH P d v J=8. 8Hz) , 
6.73( IH , d a J=9.0Hz) , 6.95( 2H f d , 
J=9.0Hz) ,7.30 - 7.34 ( 2H ,o ) , 7.68-7.74 
(IH , m) , 7.85 - 7.90 (2H , m) , 7.97 ( U3 , 
d , J=8.8Hz) a 8-07 ( 2H , d , J=9.0Hz) , 
8. 64 ( IH , s) , 6. 66 ( IH , s) 


7 


( Si / N-Me 

(free) 


MUD //"tV^T t 

IXMK \LVLlo) : 

6 :1.98 - 2.06 ( 2H , m) , 2. 38 ( 3H , s) , 
2. 54 - 2. 59 ( 2H , n) , 2. 69 - 2. 73 ( 2H , 
m) , 3.49 (2H , t , J=6. 2Hz) , 3. 55 - 3.60 
( 2H am) , 5.45 - 5.54 ( 2H , br) , 6.66 - 
6.73 (4H » a) , 7.20 - 7.24 ( IB , ■ ) , 7.34 

1 - 7.38( 2H , a > , 7.43 - 7.47( IH . 

! n ) , 7. 57 ( IH , s ) 


8 


Q 

(free) 


6 :1.99 - 2. 11 (2H, m), 2.22(3H, s). 
2.38(L5H, s), 2.40(l.5Ha s), 2. 55 - 2. 62<1H, 
n), 2.71 - 2.78(2H. m). 2.97 - 3.05(4H, n), 
3.58(1H, t, J = 6.3 Hz), 3.63 - 3.70(1H, m), 
6.73(1H, d, J = 9.2 Hz) f 6.91UH, t, J - 7.8 
Hz), 7. 28 - 7. 34 (2H, m), 7.51 -7.61(2H, m), 
7.81 - 7.92C2H, m). 9.13 - 9.28 (IH, br) 



im3] 




&ffl 2000-302765 



25 



Ex 


A 
(salt) 


R 


DATA 


1 




Me 


NMR(CDC13): 

6 :2. 05 - 2. 16 ( 2H , m) , 2. 44 < 3H , s) f 2.63 - 2.69 
( 2H , d) , 2. 78 - 2. 83 ( 2H , m) , 3. 58 (2H , t , 
J=6.2Hz) , 3.66 - 3.72 ( 2H ,m) . 6.73 ( 2H , d , 
J=9.0H*) , 6.87 - 6.94 (2H , m) , 7.31 -7.35 ( IH , 
n ) . 7.42 - 7.46( 1H , a ) , 7.62 (IH , t , J=7. 8Hz) , 
7.79 - 7.84 (IH ,n ) , 7.89 (2H . d, J=9.0Hz) , 8.24 - 
8. 32{ 2H , m ) , 8. 92 ( IB . s ) f 10. 10 { IH . s) 

FAB-MS (m/z) : 454 (M+H)* ! 


2 


(HCl) 


Me 


6: 2.09-2.220H m), 2.29-2. 43(1^ m), 2.77CH 4 J = 49 

Hz). aoi-a2ioa m), a36-a56(4a ri, aTO-aB2<m «), 

a88-a99(lH m), 683® 4 J = a8Hz), 7.12-7.32(21 ib), 
7.63(1H dd, J = 2.a 7.3 Hz). 7.69(1H d4 J = 2L<X 7.8 He). 1 
7.77(1H t, J = 80). 7.98® 4 J = &8 Hz). a04(lR 4 J = 7.8 
Hz), &3H1H, 4 J = 7.$). a58(Ui sj, 939® s), 958® ^, 
9.99(1H a), maoda a). 10.96 - 1L10(1H far) 
FXMEWz) : 456 OWO* 


3 


NH, 

(HCl) 


Me 


8 : 2.10-2.22(111 ia). 2.31-2.450H id, 2.77® 4 J = 4.9 

Hz). aoi-a2o® ib), a37-a56(4^ n), a7i-a83GH p), 

a86-a99(«i m). &83® 4 J = 92 Hz). 7.23-7.32® m), 
7.61-7.68(21 m). 7.92-a01(4H n). &22® 4 J = 9.3 Hz), 
936® s), 9.57® 5), 10.08OH s), 1CL66® s), 1L06- 
1L20(1H far) 
FAfriBfa/ss) : 455 ftWj* 



[SE4] 
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Ex 


A 
(salt) 


R 


DATA 


4 


(HCl) 


Me 


5:2.09 - 2.20 (1H , «> . 2.34 - 2.45 ( 1H , id) , 275 ( 3H , d , 
J=4.4fc) , 1 01 -a 19 (2B, m> . a37-a54 (41, n) , a73- 

a 82 (ih , dO , as* - a 96 (m . n) , as4 ( a , d f j=&8ft) , 

7.23-7.31 (2H, bO , 7.62 ( IH , d , J*7.8Hz) , 7.67-7.78 
(21, m) , 7.93- aOl (3B, m) t &33 { 1H , d, J^.Sfe) , aSO 
( 1H, sO , £05-9.45 (21, br) , 9.99 ( IH, s) , lOlffi 
( 1H, a) , 1L12- 1L29 ( 2H , far) 
BWGfa/z) : 4S74WD* 


5 


HON V-^ 

(HCl) 


Me 


NROlfitHg: 

6:2.11 -222 (1H, n) , 2. 35 - 2 46 (HI, m) , 2 75 (31, d , 

^isife), aoo-ai9 (2H, id) , a37-a55 (4i, ■) , a 75 - 

a 84 (1H, a) , 3. 88 - a 96 (IH , m) , 6. 83 ( 21 , d , J=& 8fe) , 
7.24 - 7.33 ( 2H, o) , 7.62 - 7.68 (ffl, ra.) , 7.89 ( 2H , d , 

j=aatz) . 7.96 (ai, d, j=&sfa) , a20 (3i, d , j=a aiz) , 

a96 - 9.40 far) , ia06 ( IH , s) , 1C186 ( 1H , s) , 11. U - 
U.24 ( 1H. hr) , 1L30- 11.54 ( 1H , far) 
FAB-MS <m/z) : 487 ftWO* 


6 


(HCl) 


Me 


f«R(XfcBCH^: 

6:213-221 (IH, nO , 224-234 ( IH. n) . 2 78 ( 3H , d, 

j=a9fc) , ao4-a2i (21, no , a4D-a54 (4H, n) , a 68 - 

a75 ( IH , id) , a 84 ( 3H , s) , a86 -a 96 ( 1H , m> , &ffi 
( 21 , d . J=&afa) , 7.06 < 2H , d , >a8fe) . 7.24 - 7.27 ( 21 , 
m) , 7.57-7.66 (21, q) , 7.87 (21, d, J^aafe) , 7.96 ( 2H , 
d, J=aBfe) , &89 < 1H, s) . mi4 (IH, s) , 10.50- 1GL62 
( 1H, far) 
FAB-MS (ca/z) : 439 W 


7 


(HCl) 1 


Me 


6:2.11 -222 (1H , id) . 227-2.40 ( 1H, id) , 2.77 (3B, s) , 
a02 - a20 ( 2i , a) , a37 - a 54 ( 4H , m ) , a69 - asi (IH , 
m), a86 - 400 QH,iD),&8ft(2H.d. J^LSfe) , 7.22-7.30 

( 21 , m) , 7. 61 ( IH , dd » J=2.Cfe , 7.6fe) , 7.66 (1H, dd , 
J=2(Hz , 7. GHz) , 7.74 CH, d, J^aafe) , 7.90 (21, d, 

j=aafe) , 7.95 <a, d. j^asfe) . 9.90 ( ih, &) , ia40 (ih, 

s) , ia78- ltt90 (IH.hr) 
FAB-2CWz) : 509 OWO* 


\ 8 


(HCl) 


Me 


6 :2 12 - 2 20 (IH , b) , 2 29 - 2. 43 ( IH , id), 2.77(21, d, 
J=4.SHz) , a03-ai9 ( 2B , id) , a37~a45 (21, m) f a47- 
a54C2H, n) , 187 -4.00 (41, m) , &84 (21, d, J=9.3»5) , 
7.23-7.31 (2B, m) , 7.59 - 7.61 ( 38 , m) , 7. 66 ( IH , dd , 
J=ZCHz , afflz) , 7.91 Cffl, d, J^fflz) , a03 ( 2H , d, 
J=a»fe) , a94 ( IH, s) , KX43 ( IH, s) f 10.89 -1L02 ( IH , 
far) 

FAB-MS (m/z) : 463 OwO* 
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Ex 


A 
(salt) 


R 


DATA 


9 


fhQ- 
(HC1) 


Me 


6:2.10-222 (1H , ia> , 2.26 - 2.39 ( OH , m) , 2.78 ( 3H , d , 
j=4.3fc) , a<B-a20 (21, m) , a38-a§4 (4H, n) , a 69- 
a78 OH, d) , a8B-a96 OH, m) , &84 (ffl. d , J=&3Hz) , 
7.23-7.31 (21, m) , 7.37 ( 1H , t , J=£8&) , 7.60 (IH, dd , 
J=2.(He . aSfe) , 7.66 ( IH, dd , J^Ofe , Rfflz) , 7.89 (21, 
d, J=a3Hz) ,a06-aiO<ffl.n).9.89(lH,s), ia33 
{ 1H, s) , 10L65- lfli75 ( IH, tar ) 
RAB4E(n/z) : 447 OWT 


10 


9- 

Me 

(HCl) 


Me 


5:211 -234 n) , ajf (31, s) , 280 (3H, d, . 

j^iiatz) , ao2-a2i (2a, iD , a«-a« (ffl, m) . ae3- 

a6B OH, m) , a 88 -a 96 (IB , m) , 6L86 (21, d, >a3Hz) , 
£86 <3l, d, J=a3W , 7.25 - 7.32 ( 2H , n) , 7.41 (21, d, 
J=a<Hz) , 7.60 - 7.66 {ffl, a) , 7.71-7.77 ( 2H , m) , 7.87 

(2H, d, j^eafc) , aar (ih, &) , iai7 (ih, s> , ia2o- 

ia28(ffl,tar) 
FA&JGWz) •: 443 OWj* 


11 


(HCl) 


H 


r*R<aeo-cQ : 

6:2 01-214 (21, oO , a05-ai2 (21, m> , ai7-a24 
(ffi, m) , a57-a62 (21, m> . a 78 -a 82 (2H,ni> , a83 
(3H,s) , a86 (2H, d, paftte) , 7.06 (2H.d, J=aSfe) , 
7.22 - 7.28 (21, nO , 7.S9 - 7.66 ( 21 , nO , 7.89 ( 2H , d , 
>aafe) , 7.99 (21, d, J=afiHa) , ai9-9.33 (21, br) , 9.97 
( 1H, s) . 10.20 (IH, 5) 
RWBWz) : 445 (M+fO* 


12 


(HCl) 


H 


6:206-214 (21, nD • a07- a 14 (2H, a20-a27 
(21, m) , 157-a63 (2H.o), a77-a84(21,m>, &88 
(2B, d, J=SL3fa) , 7.22.- 7.30 ( 2H , wd , 7.99 ( IH , dd , 
J=2CHz , 7.9fe) , 7.62 ( IH, dd, >2C&, 7.9Hz) , 7.90-7.92 
( 3H , m) , a 94 - 9.06 ( IH , br) , 9, 90 ( IE , s) , 1(144 (ffl , 

TCMEWz) : 455 GwO* 


13 


(HCl) 


Me 


fsfcROecny : 

5:212-234(21,0), 281 (31, d, ^49fe), a02-a22 
(2H, a) , a 39 - a 55 ( 4H , wi) , a 68 - a 72 (IH, a89 - 
196 ( IH , n) , & 86 (21, d, J=e9fa) , 7.23-7.31 ( 3H , «> , 
7.86 (IH, dd, J^L4fe f 7.3fe$ , 7.65 (IH, dd , J=L4fe , 
7,2Hz> , 7.87 ( IH, d, J^aftfa) , 7.91 (21, d, J=a€fe) , 9185 
( 1H, s) , ia23-ia32 (lH.br), 1Q41 ( IH , 5) 
FAWBWz) : 469 OUST 



1^61 
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Ex 


structure (salt) 


DATA 


14 


(HCl) 


5:2 11 -2. 22 (IH , in) , 226-2.34 (IH, m) , 2. 79 
(38, d, >4SHz) , 105-a23 (2i, a) , aar- 
a51 (41, id) , a 65 -a 75 OH, n) , a77-a83 
(lH l n),a84{3H,s) J 680(ffl,d, J=aSfc) , 
7.11 (28, d, >astO , 7. 22 - 7.28 < IH , a) , 7. 54 
(2B,d , J=&8Hz) , 7.56- 7.62 (IH, ni) , 7.88 
(ffl, d. J=8L8Hz) , 7.95 ( IB, d, J = 7.9fe) , a56 
(IH, d, J=7.9fe) , 10.38 (IB, s) , 1086-1099 
( IH, hr) , 11.99 ( IH, s) 
FBHEWz) : 459 OWO* 


15 


(HCl) 


NfflKDMSO-de, 80*0: 

5 ;2. 10 - 2. 22 (IH , m) , 2. 30 - 2. 43 (IH , 
m) , 2. 75 - 2. 79 ( 3H , br) , 3. 06 - 3. 14 
( IH , m) , 3. 18 - 3.24 ( IH , ■) , 3.27 
(3H , s) , 3. 37 - 3. 51 ( 4H , a ) , 3. 70 
(3H , s) , 3. 72 - 3. 82 (2H , n ) . 6. 70 
( 2H , d , J=B. 8Hz) , 6: 79 <2H , d , 
J=«. 8Hz) , 7. 14 - 7. 19 ( IH , n) , 7. 29 - 
7.40 (3H , m) , 7.37 ( IH , dt , J=1.4Hz , 
7.8Hz) , 7.49 - 7.54 ( 3H , a) , 9.72 ( IH , 
s) , 

FAB-MS Wz) : 473 (IM0* 


16 


(HCl) 


6:211-223 (IH , n) , 229-240 (IH, nO , 278 
(3H, s) , a38-a49(2R,m), a50~a59 
n) , a 76 (3H , s) , a 79 - a82 <2H , m) , a89- 
a 98 (2H , bO, 6 91 (ffl, d, J=& 8Hz) , 697 (2H. 
d, J=&Sfe) , 7. 22 ( IH , t , J=8. 3fc) , 7.58 (IH, 
t , J=&S1fe) , 7.62 (2H f d, J=&8Hz) , 7.79 (ffl, d 
>a8Hz) , 7.95 (ffl, d, J=&3fe) , & 61 (IH, d f 
J=a3Hz) , 10 47 ( IH , s) , 1079- 10.91 ( IH , hr) , 
1L84 ( IH , s ) 
Effi-MSWz) : 459 OW0* 


17 


(Free) 


NMR (DMSO-d,,) : 

6 :2.09 - 2.26 (2H , m) . 2. 68 ( 3H , s) , 
3.07 - 3. 18 ( 4H , n) , 3.28 (3H f s) , 3.35 
- 3. 40 ( 2H , m) , 3. 66 - 3. 70 (2H , a) , 
3. 74 (3H , s) , 6. 53 ( 2H , d , J=8. 3Hz) , 
6.92 (2H , d , J=8.8Hz) , 7. 13 - 7.17 (IH , 
a) , 7.26 (2H , d , J=8. 3Hz) , 7.33(1H , t , 
J=7.3Hz) , 7.39(1H , t , J=7. 3Hz) , 7.56(1H , 
dd , J=1.4Hz , 7.3Hz) , 7.6K2H , d , 
J=8.8Hz) , 10.09(1H , s) 

FAB-tfS(m/z) : 473 (M+H)* 
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Ex 


structure (salt) 


DATA 


18 


(Free) 


NMR (DUSO-dfl, 80*0: 

6 :2. 14 - 2. 23 <2H , m) , 2. 67 - 2. 71 ( 3H , 
br) , 3. 07 - 3. 14 ( 2H , m) , 3. 21 - 3. 26 
( 2H . m) , 3.34 <3H , s) , 3.59 ( 2H , t , 
J=5. 9Hz ) , 3. 70 (3H , s) , 3. 73 - 3. 77 (2H , 
m ) , 6.79 ( 2H , d , J=8. 8Hz) , 6.82 - 6.90 
(3H , m) , 7. 05 - 7. 12 < 3H . m) , 7. 25 (IB , 
t , J=8. 3Hz) ; 7. 78 ( 2H . d , J=8. 8Hz) , 
8.06 ( 1H , d , J=8.3Hz) , 9. 83 ( 1H , s) , 

FAB-MS (m/z) : 473 (M+H)* 


1Q 


(HCl) 


NRQM90-4): 

<S:Zll-2.3l(ai n>, 28lSt 4 J = 4.9 Hz), a04- 
| a22C2H nD. a31-a56(4& nD, a 65 - 3.76 ( IB t 
e) r a8lOi s). a85-a95(IH, *), a84(2i 4 

j=a»fe), 7.02C2H 4 J = asfc), 7.ib(ih 4 j = 7.3 

Hz), 7.24(1H, t, J = 7.3 Hz), 7.530H 4 J = 7.3 Hz), 
7.87(41 4 J = a»iz), a55(m s). 9L780H s), ia06 
- ia20(lH hr) 
FAB46fa/z) : 473OM0* 


20 

£-i\J 


(HCl) 


6:2.10 -£31(31 m>> 2.81(3i 4 J = a 9 Hz), a 02 - 
a22C2i m), a 37 -a 54(41 nO, a€B-a73<IH, ■), 
a81 - a94(4i m>, a82&4 4 JNafiHz), 7.05C2H 4 J 
= &fflz), 7.150ft 4 J = 7. 8 Hz). 7.250H , t, J = 7.8 
Hz), 7.57(1H 4 J = 7.8 Hz), 7.79C2i 4 J = &8Hz), 
7.96(21 4 J = a8Hz), aSSOft s), 9.70(1* s> t 986 
- laOBOH b") 
FAMEfa/z) : 473ftWfl* 
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Ex 


A 
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45 




418 


2. 12 


60 


eye 


498 


3. 45 


46 


£X 


433 


2. 51 


61 




447 


2. 90 


47 




497 


2. 57 


62 




501 


3. 10 


48 


U 


464 


2. 33 


63 


Br ~vk 


513 


3. 07 


49 


<X 


419 


2. 11, 


64 




449 


2.57 


50 




447 


2. 67 


65 


XX 


444 
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51 




468 
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66 


OCX 
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52 
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HX 
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OCX 
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